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CLAIM AMENDMENTS 



1 (Original)- A pharmaceutical composition useful m treating heart transplant rejection 
in mammals, which composition comprises one or more pharmaceutioally acceptable excipfents, 
a therapeutically effective amount of a non-peptide CCRi receptor antagonist and a sub- 
nephrotoxic amount of cyclosporin A, 

2 (Original). The pharmaceutical composition of Claim 1 wherein the non-peptide 
CCR1 receptor antagonist is a compound selected from formula (I): 



wherein: 

R^^ is one or more substituents independently selected from the group consisting of alkyi or 
hydroxy alky I; 
is fluoro at the 4-position; 
R^ Is phenyl substituted at the 4-position with chforo and at the 2-position by aminocarbonyl, 
ureido or glycinamido; 
is -0-; 
R^ is methylene; and 
is -C(0)-; 

as a single stereoisomer or a mixture thereof; or a pharmaceutical ly acceptable salt thereof. 

3 (Original). The pharmaceutical composition of Claim 2 wherein the non-peptide 
CCRI receptor antagonist is selected from the group consisting of: 
(2H.5S)-1-((4-chloro-2-(aminooarbonyl)phenoxy)msthyl)carbonyl-2.5-dimethyl-4-(4- 

fluorobenzyOpiperazine; 
(frans)-1-((4-chloro-2-(glyc{namido)phenoxy)methyl)carbonyl-2,5-dimethyl-4-(4" 

fluorobenzyOpiperazine; 

(2ff)-1-((4-chloro-2-(ureido)phenoxy)methyl)cfarbonyl-2-methyl-4-(4-fluorobenzyl)piperazi 
(fraf3s)-l-((4-chloro-2-(ureido)phenoxy)methyl)carbonyl-2,5-dimethyl'4-(4- 
fluorobenzyOptpera^ine; 

(2fl,5S)-1-((4-chloro-2-{ureido)phenoxy)methyl)carbonyl-2,5-d!methyl-4-(4- 
fluorobenzyl)piperazine; and 




(I) 



n-0500 
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(2ff,5S)-1-{(4'K;hIorO"2-(glycinamido)phenoxy)methyl)carbonyl-2,5-dimethyl-^^ 
fluorobenzy])piperazine. 

4 (Original). The phamnaceutloal composition of Claim 2 wherein the non-peptide 
CCR1 receptor antagonist is (2R)-1-((4-chloro-2-(ureido)phenoxy)methyl)carbonyl-2-methyI-4- 
(4-fluorobenzyl)piperazine. 

5 (Original). The pharmaceutical composition of Claim 4 wherein the mammal in need 
thereof is a human. 

6 (Currently Amended), A method of administering to a mammal in need thereof a 
pharmaceutical composition useful in treating heart transplant rejection in mammals, wherein 
said method comprises administering said pharmaceutical composition to a mammal, which 
phamriaceutlcal composition comprises a one or mere pharmaceutically acceptable excipients, a 
therapeutically effective amount of a non-peptide CCRI receptor antagonist and a sub- 
nephrotoxic amount of cyclosporin Aj^ 

7 (Original). The method of Claim 6 wherein the non-peptide CCRI receptor 
antagonist and the cyclosporin A are administered to the mammal rn need thereof 
simultaneously or sequentially. 

8 (Original). The method of Claim 7 wherein the non-peptide CCRI receptor 
antagonist Is a compound selected from formula (I): 



hydroxyalkyi; 
is f luoro at the 4-position; 

is phenyl substituted at the 4-positlon with chloro and at the 2-position by aminocarbonyl, 
ureido or glycinamido; 
R'' is "0-; 

R^ is methylene; and 




(I) 



wherein: 

R is one or more substituents independently selected from the group consisting of alkyi or 



n-0500 
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R*^ is -C(0)-; 

as a single stereoisomer or a mixture thereof; or a pharmaceiJtically acceptable salt thereof. 

9 (Original). The method of Claim 8 wherein the non-peptide CCR1 receptor 
antagonist is selected from the group consisting of: 

(2H,5S)-1 -((4-chloro-2-(aminocarbonyl)phenoxy)methyl)oarbonyl-2,5-dimethyl-4-{4- 

f lu orobenzy Opiperazine; 
(friSWi5)-i-((4-ohtoro-2-(glycinamido)phenoxy)methyl)carbonyl-2,5-dimethyl-4-(4- 

fluorobenzyl)piperazine; 
(2/^-1-((4-chloro-2-(ureido)phenoxy)methyl)c^rbonyl-2-methyl-4-(4-f]uoroben^^^ 
(f/^n5)-1-{(4-ohloro-2-(ureido)phenoxy)methyl)carbonyl-2,5-dimethyl-4-(4- 

fluorobenzyl)pipera2ine; 
(2f?,5S)-1-({4-.chloro-2-{ureldo)phenoxy)methyl)carbonyl-2,5-dimethyl-4-(4- 

fluorobenzyOpiperazine; and 
(2f?,5S)-1-((4-chloro-2-(glycinamido)phenoxy)methyl)carbonyl-2,5-dimethyl-4-(4- 

fluorobenzyOpiperazine. 

10 (Original). The method of Claim 8 wherein the non-peptide CCR1 receptor 
antagonist is (2R)-1 -((4-chloro-2-(ureido)phenoxy)methyl)carbony!"2-'methyl-4-(4" 
fluorobenzyOpiperazine. 

1 1 (Original). The method of Claim 8 wherein the mammal in need thereof is a human. 

12 (Currently Amended). A method of treating heart transplant rejection in a 
mamma l, wherein said which method comprises administering to a mammal in need thereof a 
pharmaceutical compositio n, said pharmaceutical composition comprising one or more 
pharmaceutically acceptable excipients, a therapeutically effective amount of a non-peptide 
GCR1 receptor antagonist and a sub-nephrotoxic amount of cyclosporin A. 

13 (Original). The method of Ciaim 12 wherein the non-peptide CCR1 receptor 
antagonist is a compound selected from formula (I): 
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Wherein: 

R^** is one or more substituents independently selected from the group consisting of alkyi or 
hydroxyalkyi; 
i3 fluoro at the 4-position; 

IS phenyl substituted at the 4-position with chloro and at the 2-posltion by aminocarbonyl, 

ureido or glycinamido; 
is -0-; 

is nnethylene; and 
R^ is -C{0)-; 

as a single stereoisomer or a mixture thereof; or a pharmaceuticaily acceptable salt thereof. 

14 (Original). The method of Claim 13 wherein the non-peptide CCR1 receptor 
antagonist is seJected from the group consisting of: 

{2f?p5S)-1-((4-chloro-2-(aminocarbonyl)phenoxy)methyl)carbonyl-2,S-dimethyI-4-(4- 
fluorobenzyI)piperaz]ne; 

itrans)-1 -((4-ch]oro-2-(g]ycinamido)phenoxy)methyl)carbonyl-2,5-dimethyl-4-(4- 
fluorobenzyI)piperazine; 

(2/=?)-l-((4-chloro-2-(urefdo)phenoxy)Tnethyl)carbonyl-2-methyl-4-(4-fluorobenzyl)piperazine; 
(frans)-l-{(4-chloro-2-(ureido)pbenoxy)methyl)carbonyl-2,5-dimethyl-4-(4- 
fluorobenzyOpiperazine; 

(2fl,5fl)-1-((4-chloro-2-(ureido)phenoxy)methyl)carbonyl-2,5-dimethyl-4-(4- 
fluorobenzyljpiperazine; and 

(2R,5S)~1-((4-chloro-2-(gIycinamido)phenoxy)methyl)carbonyl-2,5-dim©thyl-4-(4- 
fluorobenzyl)piperazine- 

1 5 (Original). The method of Claim 1 3 wherein the non-peptide CCR1 receptor 
antagonist is (2/?)-1 -((4-Gh[oro-2-(ureido)phenoxy)methyl)carbonyl-2-methyl-4-(4- 
fluorobenzyl)piperazine. 

1 6 (Original). The method of Claim 1 5 wherein the mammal in need thereof is a human. 

17 (Original). The method of Claim 15 wherein the non-peptide CCRl receptor 
antagonist and the cyclosporin A are administered to the mammal in need thereof 
simultaneously or sequentially. 



PAGE 9/17* RCVD AT 1211112003 4:17:29 PNl [Eastern Standard Time]* SVR:USPT0€FXRF-1/5 * DNIS:8729306 * CSID: * DURATION (min-ss):04-10 



